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mm±m. xi,imnm-'7^uyT-pnu:=^-mmm^ (gm-csf) (d<p 

o 

-Vnu^.-mmm'^ (gm-csf) (Z)^^>^5<^:%v^•rf^*^— 

^mmvmm^^^v v. x\%mm^mm'^mm\zm^'^^m.mm^mf^^^ 
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x\tmnm-'ri7uyr-pziu=L-'mmm'^ (gm-csf) (d^p^ 

ho 

Vn^-m. 1 1 ] ^5f^M*^ ajiS^® IC C D 1 1 c <3D^®V- i]--k:^-t 

[0 0 0 1] 

JcM^So 

[0 0 0 2] 
[«!5R®S^] 

i^^m'&(D%(Diihx\t. ffijfil, tt^, *ii^?^:&ifA<Miaii5&oT 

#K:Ml&I^W®ajc^tt. igfc%U^Aiiin0||&lh-»?>QOL (Quality of Life 
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[0 0 0 3] 

±mmmmm(Dmmmii hxntstt>nx\^^(Dit. mmmtstmTst^mw^m^ 

(N. Engl. J. Med. 322, 1405-1411, 1990, J. Neurosurg 93, 1-7, 2000) 

mi<(D^miZ:^nX&^tm^-^tlX\f^^ U.Spinal Disord. 5(1), 125-131, 
1992) i}\ ^^'ru^f \^ma)izMn-^\,t±Mmmi^m^m<^mh. n>hD-;b 

j&^n b r i: cinx. T , mmm # ^ mmmmx itmmwmmtmr ^^tc-tn 

[0 0 0 4] 

yiz^ijmmm^tir^nmmm.^mm^^mnm^ (cns) 

*®II^BmtC, ?&i®?±^^:fe«^^fi-t-S^^& (#^2 000-503983 

m^^jc, :&^\^it^(D^m(Dtpmnm^ (cns) jcig^-r^r^tcj:*;, nf 

ai&#CNSlCfel't5#aiffi^lf^S:{li3l-rS:3^^ (J. MoI. Med. 77, 713-717 
, 1999, J. Neurosci. 19(5), 1708-16, 1999> Neurosurgery 44(5) , 1041-5, 1 
999, Trends. Neurosci 22(7), 295-9, 1999) (^^^p i 1- 1 3 3 7 0#<^# 
) J&H-^^So m^^Ji^mt^^X:^^t)K spinal cord homogenatejc j: 

Svaccination-^iillMe^*t?&Smyelin basic protein(C#M65i&T^t|Jia%|g 

tlTVNS (Neuron 24, 639-647, 1999, Lancet 354 , 286-287 , 2000) o 
[0 0 0 5] 

^yvymKMvx. ik%(Dmmmmmizj:^^m^&itf^nt>tirc (piccini p. 
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, et al., Nat Neurosci., 2, 1999, Freed C.R., et al., N. Engl. J. Med., 

344, 2001) o :^mmmz^i}. 6 om^WKDBmcDmmmiiio^^m^ti^ z t 

[0 0 0 6] 

— 1 9 9 2;^Weisse)<D^'*;i/ — yiC j; *J— zL — nx:7xT (neurosphere) 

21 ^^ e> nmnmrncDmrnrnmrnma^mm $ tife r ic j; y , nmnmM(Dm^ 

tt>^#«iMIIS:3ffl^fc (Reynolds B.A, et al. J. Neurosci., 12, 1992) „ # 

B^mm(D^ii)'^mMhXmS^^^=L-Uy^y (neurosphere) ^t^VX^M 

=^zL-u:^yjir^±m<D*^skmmmmt!'^^mi&mm^^m^xmm-t^ii^ 

[0 0 0 7] 

m:^. m^mm (Dendritic Cell : DC) itmiknmmmMa^m^^mm^ t 

^mmMmx%^i$>mz}K<^mvx\t^^o mmmmv^mmit. ^t\.^t\.(Dmm 

'^Tmmmm^(D^m<Di^mxmit^mvx^^^ k&^^l, unc^^izm 
'^^'^xmmmmKm^'t^z.^K^vmm^mmrjiTmm^fs^ihhx^^mj:^ 

i^^mm'-t^mm^mmS^t.VX<D^m^U^X^^^ (Ann. Rev. Immunol. 9, 
271-296, 1991, J. Exp. Med. 185, 2133-2141, 1997) , 
[0 0 0 8] 

^^^jHHfiStt, ^ (D^^tfifZimx' s % <D<D^mm ic ^ s mmftm < o ^ 
^^n. ^mmm^tMtLxm'^mm^mmt&:Lti}'^mm^niki^x\i^^ (j. 

Exp. Med. 183, 7-11, 1996) „ t^Jt>Vf. ^IfJ&Mj^^^/S^lcMbT^H^M 
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tizj:i)mm(om'p:&^^^itm^i)m^-^tix\>^^o 

[0 0 0 9] 

Temple S. , Nature, 414, 2001) „ 3£^^i?)T:g^tg:d:«)'5^£v\figAmiCfe V^T=fo 
[0 0 10] 

[0 0 1 1] 

ymmtmu^tix^v. r:^hn-^-^ h<Dm^0^if)m^^%0iim^^nx 
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csF) ^mmnmm.mKn^-t^:r.iLK^v. }^^^<D^mnmm-^mmmm 

[0 0 12] 

(D^m±W. XitW&M-'^^uyT'-Vziu~-mWi®'^ (GM-CSF) (D 

-pnu:^-mwim^ (GM-CSF) (D^ptsi< t%\>^'tthi!}-^—mtmm^i&^j 
^2) -^^ nmnmm^^tim%mnmmm^^mh. ^:mm^^'kti^mmi& 

«i < t» E G F G F Sr-g-tf^^^^T&S r Sr^iS: il 1 5lf 
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[0 0 13] 

m±m. xi,tmMLm-'7^uyT-pnn=:--mwim^ (gm-csf) (o^ptjt 
^m^^Qmm<Dnm^mi^<Dmmmm'tv h (^:^:^io) m^mmi^. 

[0 0 14] 

^^mo>nmnmm<ommmm-:^mtLxit. nmnmm^. mv^mm. itm 
^mmm l < ^ e> mm(Dmm±m. x itmnm -^^uyr-pnu^-m 
mm^ (GM-CSF) (D^pfjiK ti%\i^-fM^t.mm'^'^^:&^x&n\i£. >f> 

mm. stm^mm. GM-csFti^^mit^^<pfjt<ii%\i^-tM^—mt.. dm 
EM/Fi 2mmma>mmmmfpxmm^^. nmm^mm<DmM^mm'r^:&m 
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3 mm<Dmmizi^nit^0^^^m^mt^nmnmm^^tim%mnmmm. m 

[0 0 15] 

±SH^:g0^i:LTii, ±^mmm'7' (EGF) , mm<Dmm^mm^:^m^ 

(aFGF3Z:ttFGF-l) , ^^^(Dmmmm^Mm^ (bFOFXttFO 
F-2) , h^>:^7:r-^>^^^@^a (TO Fa) , ^^7^ UifVy^ 
^^±JVV> (BTC) , Xtfl/;¥a.U> (ER) , ^sAV y^^^E GFmmm 

0^ (HB-EGF) . nmmmmmmmmm^ (sdgf) m^mmT^^t 

f)^X^. ^X'%EGF^FGF^^mizmBt^:r:il^^X^^. ^fe, ±IB^:R 

m^^^ti^mmmizit. egf^fgf^<z)^;SH^cd#ic, h^yy^^yjiv 
-iyi/ztvy (insulin) , u^j^ym. ri^^i^y, ^y^-n^^y 

^<^:r.(Dmm^<Dmmizm^mm:^ti&m^^muvx^<:it.^X'^&, 

Co 0 1 6] 

m-^mmif-zf^v xim^mmm^mmizm^'t^mmm^mmv-zr'ky h 
^m^mizmmt^:iti)^v^. ii^ii^^m^mmi)-^^^^ hizit. -^yi^^x-o^n 

\zn\^mt' mm^^mo^n^is^^t c n t f (#m^#s^) , ^^^n^^) 
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^mm^^mm-t^ i l - e ^^m-t^m^.mm^mm'^^-znz^y h^, nt - 3 

izm^X. CNTF, TGF-/8 1. IL-6> #M«M^mCD^«) ^.tlT V>S 
hiibT, LPS, IL-1, TNF-a, C D 4 0 L^CDtR^BM^^ 

So 

[0 0 17] 

m^MfccD 1 1 ccDrnm-^-ij-^^-t^^^mm^mm-^^'^y hit. 

"^^if h^mm-t^^Linz^ijm^^nLfj^xn^^ tvx. nmnmmtmm^'^ 
^•^^m^mmmit. mmmitizi3\.^mmnmm<oi ohy.±fi^. nm^mm 

CO 0 1 8] 

±iajfit^^$HjB§i:LTii, mmm. rmm, «^cf»^, mm^. 

^t3^Mizm^ir^:iiii>'^x^^o 

[0 0 19] 

%$:«ix.fc%0*w^uv%o ±mm'^mmt:i^xi,t. jmiia^wKicDi i 
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[0 0 2 0] 

yyf-^X'mMhtc^}t^ii< r}vvf\^-T-m. j\y^yhy 

CO 0 2 1] 
CO 0 2 2] 

■^mm^mtc. ^^m\z\x^ t.-tmm^i q o\2 /m.\n^-)f±^^ cworthi 

ngton Biochemical Corporation^±|g) \Z.X-^^^V VX^fc^^^ ^n\^\Z< 
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V^S^M^^&S hiZA 0 OU/ml n^-^:^-"^lCT3 7X3, SroCOgTtC 

2 0^m-(y^=i^'~hLX. 3 5%B S 
?K*JC#^$iirT, ^i0^cfi-ese>}CRPMI 1 64 0+ 1 0 %fi&^lfil^$:SM 

4X3, SOOOrpm, 3 O^M^^^DvL, 3 5 % B S A^Mil R PM 

1 1 64 0 + 1 o%m^mmmmt.0m^m(Dmm^mu\^r:io mzn^ntam 
micMi^x. GDI 1 GmmKM'T^mn.^^-xm^'Bj^u-i'jvmi^' izx 

1 O^lf-X, Miltenyi Biotec ?±^) ^4°ClCT, 1 5 53^/55 fcf~X 
[0 0 2 3] 

6 Mm® BALB/cJliv^^xs:Mv^, x-5^;i/^®Ticii 8 mmmm^ 

|£t>CRPMI 1 6 4 O^;%0^> XliiJfc^l^^fc^-X^tCT C D 1 1 c ( + ) 
h&v- h-rs^i:lcj:oT#btifeM^/^^jia [i x i o^MXv^7 

[0 0 2 4] 

(#^n = 3) . 7kK. -7kmi^tLxm'^^:^}iviszshi-mi^^mmhr=.^m 

MM^-feSr^fo^ta Musashi-llil 9 9 4 ^tCOkanoP>lc J: y |^^Stlfe:$>^SJ^ 

3 8 kD aCDRNAj^-^^Jf^A^-efey (Neuron, 1994) , Vt7:^0DMusashi-l 

't-<5z:i:;^)^fgW$tlTV^S (Dev. Biol. 1996, J. Neurosci. 1997, Dev. Neuro 

sci. 2000) , mmmmzmi^xit. mm^^m-t^mzm^^r=. s e i f © am 
^mti'^mmicm?>m^t:hx. mmmmm. mm -mm) 0)2^^-^ 
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[0 0 2 5] 
[0 0 2 6] 

ms^<omm^mmt^^t.t^m'oi)Hzfji'or=.^ 

[0 0 2 7] 

mmms (gm-c s F^-^iz^^pi^^^nmnmmymmmmcDmm^m) 

^tle>&^il•r5Mttsashi-lm#s:Mv^T> ^mmmm^^n^\ m^mmwi<D 
mmmjt^it^m^r^Lo ^^6Mm<DBALB/cm^^y^^m^^x. ^mmm 
'Ev^}v^^:^^i^mv. mmmMiz. mmi^m.^<D3fi.xitGM-csF (250 

P S/-^^:^; Genzymetlig) ^ 5 /t 1 #M^TO^{C^#bJt (#11 n = 3 ) 

. «^#2, 4, 7 BBiz2%;-i^yyir;vj^r)V'r\^\^xm't^mmmm^m^^ 

f o am(Dft%^^§P;?)^e)WMSi:t)^MO. 5 mmiinfeM^S:ia^«?^ff^g 
(Flovel^tiS) &fflV^T^S6^^C^^|fL/fe (gI4) . 1^ 5 tCMusashi-miij^jia 
m(Dm^m^it%:mto GM-CSFn^mX'\tm^^2B^f}^^ziyhU-JiV 

titmhx^^mcDMsnshi-im^mm^^i^. 7 BMiz-i5^^xmMi^ms^m<om 
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o 

[0 0 2 83 

S:2mP§T'^fo?^:= ^-rm-mPittCSVBL/eif&fiF (^^il4H@) 
-Ig^'^S'K&^^mb, 1 X 1 0^cells/ml®M^^T% DMEM/F12^ 
;ffilCEGF (peprotecht±$g) 2 0ng/ml, FGF-2 (R&Dt±$g) 2 0 
ng/ml, b^>>^73iy> (Sigma^fcgg) 1 0 0 /4 g /m 1 , -f U > 

(Sigma?±^) 2 5 At g/ml. Progesterone (SigmattlS) 2 0 nM, Sodium s 
elenate (Sigma:?±M) 3 0 nM, Putrescine (Sigma:^:!?) 6 0 /tM&^SDb:'c 

[0 0 2 9]" 

•fe^l^-eA^oB:®! 0 AmJe^iK^M^rS-ISl^^^^' 1 0 Ocells/welUC^S J: 

h^v^-f ^y5?p>v>:^|gFACS Vantege SES:, ^g^^JCliClone cyte plus$:MV^fe 
o #0^$I^Ji§^:®^^«^-Mv^S^^^IHfiS^*, c 5 7 B L/6ili^^-7'i7::^ll?lli 
J: U CD 1 1 c|Sffi®-9-:/-fe^y h^^e-HbTl X 1 O^-'l O^cells/mlCDSHflg^ 
^lc;&sa;e>lctalB^^IK*Jc^^b. 9 6weii<£gg«^«:^l^- htci 0 0 ^ 
i-Toio^feo n>hn-;i/i:bT, «|lIJiS&i^I^:SiV^^ (S2^6«r;5tr.zL-n>?.7 

T-3 (l-lOng/ml) -^W^mt ^mmUX. 

a 

[0 0 3 0] 

j©5Sbfc#Ml^^flSl±. 0 AtmJ[Jt±®nzL-n::^73:T (neurosphere 
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c) i:^^«-rsri:ic±y. # ici x i o^ceiis/mi®^#"e, mMiz^mn 
& if M ^ i± - ^ ^ ^ ^ ^ «• 

[0 0 3 1] 

1 4 H B) ©s^^ • m^i^m&^m'm.h. 1x1 o^ceiis/m 1 

DMEM/F 1 2^;«SICEGF (peprotecht±Sg) 2 0ng/ml, FGF-2 
(R&Dt±SS) 2 0ng/ml. h^>J<.:7 3iU> (SigmatfcSS) 1 0 0 m g/ 

ml, >f>S/3.y> (Signatfcig) 25/tg/ml, Progesterone (SigmathlS) 
2 0 nM, Sodium selenate (Sigma:a:|g) 3 0 nM, Putrescine (Sigma:^:^^) 

V^T, Fim^m^'^ii'^JlS.miO /im}^±<Dmm-^^Bi^r^^> lOOcells 
/ml iC3&S 1^-7^ >^bfco 

[0 0 3 2] 

C5 7BL/6jfii^^V'^XWIiij;U> W^SS&Wb, CD 1 1 c^ffi^-y- 
>r^ h S:=^2f^«WJBSi: bT, CDS m^o^^:f^ vh^CD8 Tmmt. LX^M 

-DX7xT (neurosphere) i^n^litlS^Sa'^^^^J^fi^-t S ^^mfM 
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hitmvx. mmm (do (D^rj^^-f. mmm (spo > cd sm^Tm 
m (CD8-T) (Z)«#±«icj:y, mmKmnmm^mm-^-^^^i^ii''m^ 

[0 0 3 3] 

[SI] 

So 

tf^b^MJBS (DC), RPMI 1 64 0 {RPMD ^mmtn^eniz^n^. 

[03] 

tf'-(^M> REM I 1 6 4 0#ffil¥-etl^tl,lC;fel"tS, Musashi-mi^JlIIBS^ 
[04] 

GM-c s FM^m.mnszshi-m^mmm<onm<^t=.^<^ni^^^^^'^^ 

[05] 

GM-c S Fm#=ll<^)Musashi-l|^'l4$iflatS[®S^6^^'fl:^^i-0T'feS. 
[06] 

tf^^Mia ® J: y - D 7 T©l!t&^t-0*e& S . 

-eil-^tl^P'Bf b it 4 wel l^^i&'fa b fco 
[07] 

«i5y^«IHBa i: <3D^^^ K: <!: »J S tifc - 3. - D ;^ :7 X r ® S:a^"t*0T' 5 
„ ^ti€ti«?^ffbfe4well<©5|iii|'liiS:atbfeo 
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[03] 



-& DC (n=3) 
•Ef RPMI (n=3) 



P<0.05' 

p<o.or 



cells / mm^ 

50i 




7 2 
days after injury 
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Dorsal 
500m m SOOMm 



Caudd 



[05] 




1 I Control(n=3) 

ecD I ~ ' — — — 




Days afterinjuiy * p<0.05 



miE# 2003-3033317 



#2 002 — 089624 




< lds<inl 10*linl 103/roI lOngTml Ing/ml 
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<m^mm • mmm.> 
mm mm A] 



#0 2002-089624 
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»[ -Mi^ 9 4 8 2 
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1 . M'^^M 0 1999^ 9^170 

^ m ^^il5^l^3H2Ta 1 5#4 5-^ 



1 



rniiE^ 2003-303331 1 



] 

This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 
-QTklack borders 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SffiES 
--CTfADED TEXT OR DRAWING 

J^BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 
-QrREFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



